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Period for Reply 

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) FROM 
THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 .136(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If the period for reply specified above is less than thirty (30) days, a reply within the statutory minimum of thirty (30) days will be considered timely. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 133). 
Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1.704(b). 

Status 

1 )Ex] Responsive to communication(s) filed on 29 December 2003 and 01 March 2004 . 
2a)D This action is FINAL. 2b)[x] This action is non-final. 

3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 11, 453 O.G. 213. 

Disposition of Claims 

4) [X] Claim(s) 1-34 is/are pending in the application. 

4a) Of the above claim(s) 3,19-26 and 30-33 is/are withdrawn from consideration. 

5) D Claim(s) is/are allowed. 

6) I3 Claim(s) 12.4-18.27-29 and 34 is/are rejected. 

7) D Claim(s) is/are objected to. 

8) D Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) D The specification is objected to by the Examiner. 

10) D The drawing(s) filed on is/are: a)D accepted or b)D objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1 .85(a). 
Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1.121(d). 

11) D The oath or declaration is objected to by the Examiner. Note the attached Office Action or form PTO-152. 

Priority under 35 U.S.C. § 119 

12) D Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 119(a)-(d) or (f). 
a)D All b)Q Some * c)D None of: 

1 0 Certified copies of the priority documents have been received. 

2.D Certified copies of the priority documents have been received in Application No. . 

3-D Copies of the certified copies of the priority documents have been received in this National Stage 
application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 
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A request for continued examination under 37 CFR 1.114, including the 
fee set forth in 37 CFR 1.17(e), was filed in this application after final 
rejection. Since this application is eligible for continued examination 
under 37 CFR 1.114, and the fee set forth in 37 CFR 1.17(e) has been timely 
paid, the finality of the previous Office action has been withdrawn pursuant 
to 37 CFR 1.114. Applicant's submission filed on 12/29/03 and 3/1/04 have 
been entered. 

Claims 3, 19-26 and 30-33 are withdrawn from further consideration pur- 
suant to 37 CFR 1.142(b), as being drawn to a nonelected invention, there be- 
ing no allowable generic or linking claim. Applicant timely traversed the re- 
striction (election) requirement in Paper No. 15. 

The disclosure is objected to because of the following informalities: 
On page 8, lines 22-23, colors are mentioned. The figures filed 
10/15/01 do not have colors. Applicant has now corrected the mention of 
colors on lines 20-21 and 27-28 but did not correct them here. 
Appropriate correction is required. 

Claim 34 is rejected under 35 U.S.C. 112, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the 
subject matter which applicant regards as the invention. 

Claim 34 is incorrect in the recitation of "binds a lanthanide...", which 
should apparently be n which binds a lanthanide../' 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and 
of the manner and process of making and using it, in such full, clear, 
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concise/ and exact terms as to enable any person skilled in the art to 
which it pertains, or with which it is most nearly connected, to make and 
use the same and shall set forth the best mode contemplated by the inventor 
of carrying out his invention. 

Claims 1-2, 4-18, 27-29 and 34 are rejected under 35 U.S.C. 112, first 
paragraph, as containing subject matter which was not described in the speci- 
fication in such a way as to reasonably convey to one skilled in the relevant 
art that the inventor (s), at the time the application was filed, had posses- 
sion of the claimed invention and in such a way as to enable one skilled in 
the art to which it pertains, or with which it is most nearly connected, to 
make and/or use the invention. This is a combination written description and 
enablement rejection. This rejection is repeated for essentially the reasons 
given in the last action. Applicant's arguments have been carefully consid- 
ered but do not overcome the instant rejection. 

It is maintained that at the very least the claims should be limited to 
the EuP3, EuP4 and EuP5 structures where P3 and P4a are SEQ ID NO: 2 and 4 and 
this examination was restricted so as to be limited to SEQ ID NO: 2. It is 
not clear what the identity of x> Eu5L" is nor what the SEQ ID NO: of "5L" is. 
An explanation is required. The examiner is not saying that claims of this 
scope would be allowed, but is stating that apparently nothing else is shown 
in the specification to cleave DNA. Whether these structure cleave DNA is 
subject to explanations to the questions raised infra. The examiner has made 
a concerted effort to understand the instant invention by re-reading the en- 
tire specification in light of the various amendments and other submissions 
by applicants. The application is hard to -understand and the examiner has 
made many requests for clarification in previous actions. As it is main- 
tained that Figure 8 does not show cleavage of supercoiled DNA (discussed in- 
fra) , the only evidence for possible cleavage of DNA is the data in Table 1. 
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Looking at Table 1, the meaning of columns 3 and 4 is not fully under- 
stood. In the paper filed 1/21/03 applicants state that the two columns re- 
fer to "a EuP3 monomer and a singly occupied dimer, respectively (see page 
48, lines 6-9 and page 54, line 1-2 and 14-16 of the specification) (basis 
3)". The lines referred to on page 48 and page 54, lines 14-16 refer to "a 
singly occupied dimer (EuP3) " while the references to page 54, lines 1-2 do 
not refer to this at all. It is not know what was meant by "(basis 3 ) " . 
What does "a singly occupied dimer (EuP3)" mean and should the recitation not 
be "a singly occupied dimer (EuP3 2 ) "? What is the dimer singly occupied by? 
On page 55, lines 22-25, a "Ca-binding motif" is referred to and the rate in 
Table 1 compared to this. The examiner cannot see any mention of a "Ca-bind- 
ing motif" in Table 1. In the last column labeled "Rates", various values 
are present and it is not known what the significance of them is nor how they 
relate to the data in columns 2-4. 

It is stated on page 56, lines 1-2 that "as shown in Figure 8, EuP3 
catalyzes the cleavage of supercoiled, double-stranded DNA as well as model 
compounds". Does this eliminate EuP4a, and EuP5L? The examiner cannot dis- 
cern any appreciable difference between lanes 6-9 and 10-15 except for the 
decrease in both "open circular" and "supercoiled" at the higher concentra- 
tions, which is explained in the legend to Figure 8 on page 10. Lanes 6-9 
are DNA plus free P3 and lanes 10-15 are DNA plus Eu:P3. The figure is sup- 
posed to show the "conversion of supercoiled.. .to open circular. ..linear.. .or smal- 
ler fragments" (page 56, lines 2-4). The examiner cannot readily see a de- 
crease in supercoiled or an increase in open circular and/or linear. There- 
fore it is maintained that this figure does not show that EuP3 cleaves super- 
coiled DNA. 
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As stated previously, it is not understood how residues at one posi- 
tion, e.g. A at positions 43, can be substituted for R at position (19) as in 
the recitation of "A 43 - R ( i9)", and "Q 44 - E (2 o)" on pages 50-51. Applicant re- 
plied in the amendment filed 1/21/03 that this "indicates an alanine to argi- 
nine substitution at position 19 in a synthetic peptide of the invention 
which corresponds to the alanine residue at position 43 in the engrailed hom- 
eodomain (see Figure 2). ..[and] a glutamine to glutamic acid substitution at 
position 20 in a synthetic peptide of the invention which corresponds to the 
glutamine residue at position 44 in the engrailed homeodomain" . It was sta- 
ted in the action replying to this amendment that this is not understood, 
however applicants have not further addressed this matter in their papers 
filed 1/29/03 or 3/1/04. How can this refer to an alanine at position 19 
when the recitation is "A 43 "? This goes against the normal and accepted nota- 
tions of amino acids at particular positions. 

Claim 1 is drawn to a synthetic peptide with a DNA binding domain and a 
metal binding domain, "wherein the domain which specifically binds the metal 
is within the domain which specifically binds the nucleic acid sequence". 
Apparently nowhere in the specification is it taught that these two domains 
are the same. What is apparently taught is that the peptides disclosed in 
the specification will bind a metal and that possibly this complex will 
cleave a nucleic acid. It is not shown that the peptide "specifically binds 
a nucleic acid". Indeed, there is not shown to be anything "specific" for 
the nucleic acid cleavage, absent convincing proof to the contrary. Appli- 
cant has replied in the paper filed 1/21/03 that "the specification discloses 
that the DNA binding domain and the metal binding domain are substantially 
superimposable in the helix orientation, and so such a metal binding domain 
can be introduced to a DNA binding domain, e.g., by replacing the turn or 
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loop in the DNA binding domain with the metal binding domain (page 3, lines 
19-23)" and that "engrailed binds to a consensus sequence T CAATTAA AT" . They 
replied in the amendment filed 12/29/03 "that the invention includes a nucle- 
ic acid binding domain and a metal binding domain (page 5, lines 8-10 and 
Figure 2). ..[and that] the metallated peptide of the invention bound a plasmid 
with at least 11 partial target sequences for engrailed, while a control 
peptide did not (page 54, lines 21-24 and page 55, lines 9- 10 ) " ( emphasis in 
original). The indicated passage of page 5 states that "[t]he domain which 
specifically binds the metal is preferably within.. .the domain which specifi- 
cally binds the nucleic acid sequence" and Figure 2 merely gives the sequen- 
ces of 7 peptides. The indicated passage on page 54 merely states that 
pBR322 "contains three 5' TAATT-3' sequences, and eight 5 ' T AAT 5 ' sequences", 
and the indicated passage on page 55 states that "[t]hese data indicate that 
the EuP3 binds DNA in the 20 |1M range". The recitations do not teach that the 
metallated peptide binds to these sequences and do not teach that the metal 
binding domain is within the nucleic acid domain. It is simply stated that 
it is "preferably" within this domain. There are no results in the specifi- 
cation showing that this is true. 

With respect to enablement for only EuP3, EuP4 and EuP5, three referen- 
ces are submitted to consider. These references were all published after the 
instant application and do not enter into determining what is disclosed in 
the instant specification, absent convincing proof to the contrary. 

For the reasons discussed supra, it is maintained that one of ordinary 
skill in the art would not know how to make and/or use the invention within 
the scope of the instant claims from reading the instant specification. It 
is also maintained that this ordinary artisan would have had no assurance 
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that the applicant had possession of the invention at the time of filing of 
the application. 

Any inquiry concerning this communication or earlier communications 
from the examiner should be directed to Charles L. Patterson, Jr., PhD, whose 
telephone number is 571-272-0936. The examiner can normally be reached on 
Monday - Friday from 7:30 to 4:00. 

If attempts to reach the examiner by telephone are unsuccessful, the 
examiner's supervisor, Ponnathapura Achutamurthy, can be reached on 571-272- 
0928. The fax phone number for the organization where this application or 
proceeding is assigned is 7 03-308-4242. 

Information regarding the status of an application may be obtained from 
the Patent Application Information Retrieval (PAIR) system. Status informa- 
tion for published applications may be obtained from either Private PAIR or 
Public PAIR. Status information for unpublished applications is available 
through Private PAIR only. For more information about the PAIR system, see 
http://pair~direct.uspto.gov. Should you have questions on access to the 
Private PAIR system, contact the Electronic Business Center (EBC) at 866-217- 



9197 (toll-free) . 



Charl'es L. Patterson, Jr. 
Primary Examiner 
Art Unit 1652 




Patterson 
March 12, 2004 



